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TISSUE ADHESIVE WITH ACCELERATED
CURING

RELATED APPLICATIONS

This application is a national stage application (under 35
U.S.C. §371) of PCT/EP2012/057019, filed Apr. 17, 2012,
which claims benefit of FEuropean Application No.
11162944.0, filed Apr. 19, 2011, which is incorporated by
reference herein.

The present invention relates to a polyurea system, particu-
larly for closing, binding, bonding or covering cell tissue, and
to a metering system for the polyurea system according to the
invention.

Various materials that are used as tissue adhesives are
commercially available. These include the cyanoacrylates
Dermabond® (octyl 2-cyanoacrylate) and Histoacryl Blue®
(butyl cyanoacrylate). However, dry substrates are a prereq-
uisite for efficient bonding by cyanoacrylates. In the case of
heavy bleeding, adhesives of this type fail.

As an alternative to the cyanoacrylates, biological adhe-
sives, such as e.g. BioGlue®, a mixture of glutaraldehyde and
bovine serum albumin, various collagen- and gelatine-based
systems (FloSeal®) and the fibrin adhesives (Tissucol), are
available. These systems are primarily used to stop bleeding
(haemostasis). Apart from the high costs, fibrin adhesives are
distinguished by relatively weak adhesive strength and rapid
degradation, so that they can only be used for minor injuries
on tissue that is not under tension. Collagen- and gelatine-
based systems, such as FloSeal®, are used exclusively for
haemostasis. In addition, since fibrin and thrombin are
obtained from human material and collagen and gelatine from
animal material, there is always the risk of infection in bio-
logical systems. Biological materials must also be kept refrig-
erated, so that use in emergency medical care, such as e.g. in
disaster areas, for military operations etc., is not possible. For
the treatment of traumatic wounds here, QuikClot® or Quik-
Clot ACS+™ is available, which is a granulated mineral that
is applied into the wound in an emergency and leads to clot-
ting there by dehydration. In the case of QuikClot®, this is a
strongly exothermic reaction which leads to burning. Quik-
Clot ACS+™ is a gauze into which the salt is embedded. The
system has to be pressed firmly on to the wound to stop
bleeding.

From EP 2 275 466 A1, the production and use of polyurea
systems as tissue adhesives is known. The systems disclosed
here encompass an amino-functional aspartic acid ester and
an isocyanate-functional prepolymer. In addition, a tertiary
amine is comprised. This is used to increase the rate of curing
of the polyurea system, since this is of considerable impor-
tance, particularly when it is used to stop bleeding. The poly-
urea systems described can be used as tissue adhesives for
closing wounds in human and animal cell structures. A very
good bonding result can be achieved therewith.

However, with the systems described in EP 2 275 466 Al
there is the risk that at least some of the amines used to
accelerate the curing can be eluted in the body. This can result
in undesirable biological effects.

The object of the invention was therefore to provide a
polyurea system with a particularly high rate of curing in
which there is no risk of a release of amines in the body.

This object is achieved according to the invention by a
polyurea system encompassing

as component A) isocyanate-functional prepolymers

obtainable by reaction of

aliphatic isocyanates A1) with

polyols A2), which can in particular have a number
average molecular weight of 2400 g/mol and an aver-
age OH functionality of 2 to 6,
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as component B) amino-functional compounds of general
formula (I)
O
(€]
H
N
X OR,
Ry
in which

X is an organic residue comprising a tertiary amino
function, having no Zerewitinoff active hydrogen,
R, is a CH,—COOR; residue, in which R is an organic
residue having no Zerewitinoff active hydrogen, a
linear or branched C1 to C4 alkyl residue, a cyclopen-
tyl or cyclohexyl residue or H,

R, is an organic residue having no Zerewitinoff active
hydrogen,

nis2or3.

The polyurea system according to the invention is distin-
guished by a very high rate of curing, which makes it particu-
larly suitable for haemostasis. Since the system according to
the invention also comprises no low molecular weight amines
that are not incorporated into the polymer network, there is
also no risk that these compounds could be eluted and thus
released in the body.

For the definition of Zerewitinoff active hydrogen, refer-
ence is made to Rompp Chemie Lexikon, Georg Thieme
Verlag Stuttgart. Groups with Zerewitinoff active hydrogen
are preferably understood to be OH, NH or SH.

According to a preferred embodiment of the polyurea sys-
tem according to the invention, X is a residue of formula (II)

an
1§

N
-~ g,

Re 55

in which
R,, Rs, Rg are, each independently of one another, an organic
residue having no Zerewitinoff active hydrogen.

It is particularly preferred here if R,, Ry, Ry are, each
independently of one another or simultaneously, a linear or
branched, saturated organic residue that is optionally also
substituted in the chain with heteroatoms, in particular a
linear or branched, saturated, aliphatic C1 to C10, preferably
C2 to C8 and particularly preferably C2 to C6 hydrocarbon
residue.

Most particularly preferably, R, Ry, Ry are, each indepen-
dently of one another or simultaneously, a methyl, ethyl,
propyl or butyl residue.

A polyurea system encompassing a compound of formula
(D in which the residues R,, R, and optionally R, are, each
independently of one another or simultaneously, a linear or
branched C1 to C10, preferably C1 to C8, particularly pref-
erably C2 to C6, most particularly preferably C2 to C4
organic residue and in particular an aliphatic hydrocarbon
residue, is also advantageous. Examples of particularly suit-
able residues are methyl, ethyl, propyl and butyl.

The isocyanate-functional prepolymers A) are obtainable
by reaction of polyisocyanates A1) with polyols A2) with the
optional addition of catalysts as well as auxiliary substances
and additives.
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As polyisocyanates Al), for example monomeric aliphatic
or cycloaliphatic di- or triisocyanates, such as 1,4-butylene
diisocyanate (BDI), 1,6-hexamethylene diisocyanate (HDI),
isophorone diisocyanate (IPDI), 2,2,4- and/or 2,4,4-trimeth-
ylhexamethylene diisocyanate, the isomeric bis(4,4'-isocy-
anatocyclohexyl)methanes or mixtures thereof with any iso-
mer content, 1,4-cyclohexylene diisocyanate,
4-isocyanatomethyl-1,8-octane diisocyanate (nonane triiso-
cyanate), 2-isocyanatoethyl 6-isocyanatocaproate, and alkyl
2,6-diisocyanatohexanoate (lysine diisocyanate) with C1-C8
alkyl groups, can be used.

In addition to the above-mentioned monomeric polyisocy-
anates Al), their higher molecular-weight secondary prod-
ucts with uretdione, isocyanurate, urethane, allophanate,
biuret, iminooxadiazinedione or oxadiazinetrione structure
and mixtures thereof can be used.

It is preferred to use polyisocyanates A1) of the above type
with exclusively aliphatically or cycloaliphatically bound
isocyanate groups or mixtures thereof.

It is also preferred if polyisocyanates A1) of the above type
having an average NCO functionality of 1.5 to 2.5, preferably
of 1.6 to 2.4, more preferably of 1.7 to 2.3, most particularly
preferably of 1.8 to 2.2 and in particular of 2, are used.

Most particularly preferably, hexamethylene diisocyanate
is used as polyisocyanate Al).

According to another preferred embodiment of the poly-
urea system according to the invention, it is provided that the
polyols A2) are polyester polyols and/or polyester-polyether
polyols and/or polyether polyols. Particularly preferred here
are polyester-polyether polyols and/or polyether polyols with
an ethylene oxide content of between 60 and 90 wt. %.

Itis also preferred ifthe polyols A2) have a number average
molecular weight of 4000 to 8500 g/mol.

Suitable polyether-ester polyols are produced according to
the prior art preferably by polycondensation from polycar-
boxylic acids, anhydrides of polycarboxylic acids, as well as
esters of polycarboxylic acids with volatile alcohols, prefer-
ably C1 to C6 monools, such as methanol, ethanol, propanol
or butanol, with a molar excess of low molecular weight
and/or higher molecular weight polyol, polyols comprising
ether groups being used as polyol, optionally in mixtures with
other, ether group-free, polyols.

It is, of course, also possible to use mixtures of higher
molecular weight and low molecular weight polyols for poly-
ether-ester synthesis.

These low molecular weight polyols in molar excess are
polyols with molar masses of 62 to 299 daltons, with 2 to 12
C atoms and hydroxyl functionalities of at least 2, which can
furthermore be branched or unbranched and the hydroxyl
groups of which are primary or secondary. These low molecu-
lar weight polyols can also comprise ether groups. Typical
representatives are ethylene glycol, 1,2-propanediol, 1,3-pro-
panediol, 1,4-butanediol, 2,3-butanediol, 2-methyl-1,3-pro-
panediol, 1,5-pentanediol, 1,6-hexanediol, 3-methyl-1,5-
pentanediol, 1,8-octanediol, 1,10-decanediol, 1,12-
dodecanediol,  cyclohexanediol,  diethylene  glycol,
triethylene glycol and higher homologs, dipropylene glycol,
tripropylene glycol and higher homologs, glycerol, 1,1,1-
trimethylolpropane, as well as oligotetrahydrofurans with
hydroxyl end groups. It is, of course, also possible to use
mixtures within this group.

Higher molecular weight polyols in molar excess are poly-
ols with molar masses of 300 to 3000 daltons, which can be
obtained by ring-opening polymerisation of epoxides, pref-
erably ethylene and/or propylene oxide, and by acid-cataly-
sed, ring-opening polymerisation of tetrahydrofuran. For the
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ring-opening polymerisation of epoxides, either alkali
hydroxides or double metal cyanide catalysts can be used.

As a starter for ring-opening epoxide polymerisations, all
at least bifunctional molecules from the group of the amines
and the above-mentioned low molecular weight polyols can
be used. Typical representatives are 1,1,1-trimethylolpro-
pane, glycerol, 0-TDA, ethylenediamine, 1,2-propylene gly-
col, etc. as well as water, including mixtures thereof. It is, of
course, also possible to use mixtures within the group of the
excess higher molecular weight polyols.

The synthesis of the higher molecular weight polyols, inso-
far as they are hydroxyl group-terminated polyalkylene
oxides of ethylene and/or propylene oxide, can take place
randomly or blockwise, in which case mixed blocks can also
be comprised.

Polycarboxylic acids are both aliphatic and aromatic car-
boxylic acids, which can be either cyclic, linear, branched or
unbranched and can have between 4 and 24 C atoms.

Examples are succinic acid, glutaric acid, adipic acid, aze-
laic acid, sebacic acid, 1,10-decanedicarboxylic acid, 1,12-
dodecanedicarboxylic acid, phthalic acid, terephthalic acid,
isophthalic acid, trimellitic acid and pyromellitic acid. Suc-
cinic acid, glutaric acid, adipic acid, sebacic acid, lactic acid,
phthalic acid, terephthalic acid, isophthalic acid, trimellitic
acid and pyromellitic acid are preferred. Succinic acid, glu-
taric acid and adipic acid are particularly preferred.

Furthermore, the group of the polycarboxylic acids also
encompasses hydroxycarboxylic acids or their internal anhy-
drides, such as e.g. caprolactone, lactic acid, hydroxybutyric
acid, ricinoleic acid etc. Monocarboxylic acids are also
included, in particular those having more than 10 C atoms,
such as soy oil fatty acid, palm oil fatty acid and ground nut oil
fatty acid, wherein their proportion in the overall reaction
mixture synthesising the polyether-ester polyol does not
exceed 10 wt. % and, in addition, the lower functionality
associated therewith is balanced out by the simultaneous use
of at least trifunctional polyols, whether on the side of the low
molecular weight or the high molecular weight polyols.

The production of the polyether-ester polyols preferably
takes place according to the prior art at an elevated tempera-
ture in the range of 120 to 250° C., initially under standard
pressure and later with the application of a vacuum of 1 to 100
mbar, preferably, but not necessarily, using an esterification
or transesterification catalyst, the reaction being completed
until the acid value falls to values of 0.05 to 10 mg KOH/g,
preferably 0.1 to 3 mg KOH/g and particularly preferably
0.1510 2.5 mg KOH/g.

Furthermore, within the standard pressure phase before
applying a vacuum, an inert gas can be used. Alternatively, of
course, or for individual phases of the esterification, liquid or
gaseous entrainers can be employed. For example, the water
of reaction can be removed using nitrogen as carrier gas in the
same way as with the use of an azeotropic entrainer, such as
e.g. benzene, toluene, xylene, dioxane, etc.

Mixtures of polyether polyols with polyester polyols can,
of course, also be used in any ratios.

Polyether polyols are preferably polyalkylene oxide poly-
ethers based on ethylene oxide and optionally propylene
oxide.

These polyether polyols are preferably based on di- or
polyfunctional starter molecules such as di- or polyfunctional
alcohols or amines.

Examples of these starters are water (regarded as a diol),
ethylene glycol, propylene glycol, butylene glycol, glycerol,
TMP, sorbitol, pentaerythritol, triethanolamine, ammonia or
ethylenediamine.
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Polycarbonates comprising hydroxyl groups, preferably
polycarbonate diols, with number average molecular weights
M,, of 400 to 8000 g/mol, preferably 600 to 3000 g/mol, can
also be used. These are obtainable by reaction of carbonic
acid derivatives, such as diphenyl carbonate, dimethyl car-
bonate or phosgene, with polyols, preferably diols.

Examples of these diols are ethylene glycol, 1,2- and 1,3-
propanediol, 1,3- and 1,4-butanediol, 1,6-hexanediol, 1,8-
octanediol, neopentyl glycol, 1,4-bishydroxymethyl cyclo-
hexane, 2-methyl-1,3-propanediol, 2,2,4-trimethyl-1,3-
pentanediol, dipropylene glycol, polypropylene glycols,
dibutylene glycol, polybutylene glycols, bisphenol A and lac-
tone-modified diols of the above-mentioned type in question.

For producing the prepolymer A), the polyisocyanate Al)
can be reacted with the polyol A2) in an NCO/OH ratio of
preferably 4:1 to 12:1, particularly preferably 8:1, and then
the content of unreacted polyisocyanates can be separated off
by suitable methods. Thin layer distillation is generally used
for this purpose, obtaining prepolymers with residual mono-
mer contents of less than 1 wt. %, preferably less than 0.1 wt.
%, most particularly preferably less than 0.03 wt. %.

During the production, stabilisers such as benzoyl chlo-
ride, isophthaloyl chloride, dibutyl phosphate, 3-chloropro-
pionic acid or methyl tosylate may optionally be added.

The reaction temperature during the production of the pre-
polymers A) here is preferably 20 to 120° C. and more pref-
erably 60 to 100° C.

The prepolymers that are produced have an average NCO
content, measured in accordance with DIN EN ISO 11909, of
2 to 10 wt. %, preferably 2.5 to 8 wt. %.

According to another embodiment of the polyurea system
according to the invention, the prepolymers A) can have an
average NCO functionality of 1.5 to 2.5, preferably of 1.6 to
2.4, more preferably of 1.7 to 2.3, most particularly prefer-
ably of 1.8 to 2.2 and in particular of 2.

As a development of the invention, it is provided that the
polyurea system additionally encompasses organic fillers C).
These can in particular have a viscosity measured in accor-
dance with DIN 53019 at 23° C. in the range of 10 to 20,000
mPas, preferably of 50 to 4000 mPas and particularly prefer-
ably of 50 to 2000 mPas.

The organic fillers of component C) can preferably be
hydroxy-functional compounds, in particular polyether poly-
ols.

It is also advantageous if the fillers of component C) have
an average OH functionality of 1.5 to 3, preferably of 1.8 to
2.2 and particularly preferably of 2.

For example, polyethylene glycols that are liquid at 23° C.,
such as PEG 200 to PEG 600, their mono- or dialkyl ethers,
such as PEG 500 dimethy] ether, liquid polyether and poly-
ester polyols, liquid polyesters, such as e.g. Ultramoll
(Lanxess AG, Leverkusen, DE), as well as glycerol and its
liquid derivatives, such as e.g. triacetin (Lanxess AG,
Leverkusen, DE), can be used as organic fillers C).

In another preferred embodiment of the polyurea system
according to the invention, polyethylene glycols are used as
organic fillers. These preferably have a number average
molecular weight of 100 to 1000 g/mol and particularly pref-
erably of 200 to 400 g/mol.

To reduce the average equivalent weight of the total com-
pounds used for prepolymer crosslinking further, based on
the NCO-reactive groups, it is possible additionally to pro-
duce reaction products of the prepolymers A) with the amino-
functional compound B) and/or the organic fillers C), in so far
as these are amino- or hydroxy-functional, in a separate pre-
liminary reaction and then to use them as a higher molecular
weight hardener component.

20

30

35

40

45

55

6

Preferably during the pre-extension, ratios of isocyanate-
reactive groups to isocyanate groups of 50:1 to 1.5:1, particu-
larly preferably 15:1 to 4:1 are established.

An advantage of this modification by pre-extension is that
the equivalent weight and the equivalent volume of the hard-
ener component can be modified within relatively broad lim-
its. As a result, commercially available 2-chamber metering
systems can be used for application in order to obtain a system
that can be adjusted to the desired ratio of NCO-reactive
groups to NCO groups with existing ratios of the chamber
volumes.

It is, of course, also possible to introduce into the polyurea
systems pharmacologically active substances, such as anal-
gesics with and without an anti-inflammatory action,
antiphlogistics, antimicrobially active substances, antimy-
cotics or antiparasitically active substances as component D).

The polyurea system according to the invention can be
obtained by mixing the prepolymers A) with the amino-func-
tional compound B) and optionally components C) and D).
Theratio of free or blocked amino groups to free NCO groups
in this case is preferably 1:1.5, particularly preferably 1:1.

The polyurea system according to the invention is particu-
larly suitable for closing, binding, bonding or covering cell
tissue and in particular for stopping the discharge of blood or
tissue fluids or closing leaks in cell tissue. Most particularly
preferably, it can be used for the use or for the production of
an agent for closing, binding, bonding or covering human or
animal cell tissue. Rapidly curing, transparent, flexible and
biocompatible adhesive joints with strong adhesion to the
tissue can be produced therewith.

The invention also provides a metering system with two
chambers for a polyurea system according to the invention, in
which component A) is comprised in one chamber and com-
ponents B) and optionally components C) and D) of the
polyurea system in the other chamber. A metering system of
this type is particularly suitable for applying the polyurea
system on to tissue as an adhesive.

The invention is explained in more detail below based on
examples.

EXAMPLES

Methods

Molecular weights were determined as follows by gel perme-
ation chromatography (GPC): calibration took place using
polystyrene standards with molecular weights of Mp
1,000,000 to 162. Tetrahydrofuran p.a. was used as eluent.
The following parameters were maintained during the
double measurement: degassing: online degasser; through-
put: 1 ml/min; analysis time: 45 minutes; detectors: refrac-
tometer and UV detector; injection volume: 100 ul-200 pl.
The calculation of the average molar mass values Mw; Mn
and Mp and the polydispersity Mw/Mn took place using
software. Baseline points and evaluation limits were deter-
mined in accordance with DIN 55672 Part 1.

NCO contents were determined volumetrically according to
DIN-EN ISO 11909 unless otherwise specified.

Viscosities were determined according to ISO 3219 at 23° C.

Residual monomer contents were determined according to
DIN ISO 17025.

NMR spectra were determined using a Bruker DRX 700
instrument.

Substances

HDI: hexamethylene diisocyanate (Bayer MaterialScience
AQG)
All other chemicals were obtained from Aldrich and Fluka.
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Synthesis of triethyl-11-methyl-4-ox0-3-0xa-7,11,
15-triazaheptadecane-6,16,17-tricarboxylate (1)

20.66 g (0.12 mol) maleic acid diethyl ester were added to
8.7 g (0.06 mol) N,N'bis(aminopropyl)methylamine. The
reaction mixture was stirred for 3 days at 60° C. The product
was obtained quantitatively as a yellow liquid.

'H-NMR (CDCl;, 700 MHz): §=1.29 (t, 12H), 1.67 (t, 4H),
1.89 (br, 2NH), 2.2 (s, 3H) 2.34 (t, 4H), 2.51 (m, 2H), 2.6 (m,
2H), 2.7 (m, 4H), 3.60 (t, 2H), 4.13 (q, 4H), 4.18 (q, 4H).

13C-NMR (CDCl,, 700 MHz): 13.9,27.5,37.9,41.9, 46.3,
55.6,57.6,60.4, 60.7, 170.6, 173 4.

Synthesis of triethyl-4-oxo0-3-oxa-7,14,21-triazatri-
cosane-6,22,23-tricarboxylate (2)
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'HI-NMR (CDCl,, 700 MHz): $=0.89 (d, 3H), 1.11 (m,
1H),1.27 (t, 6H), 1.32 (t, 6H), 1.4 (m, 4H), 1.5 (br, 2NH), 2.51
(m, 8H), 3.6 (m, 2H), 4.18 (m, 4H), 4.26 (q, 4H),

Synthesis of Prepolymer A

465 g HDI and 2.35 g benzoyl chloride were initially
charged in a 1 1 four-necked flask. Within 2 h at 80° C., 931.8
g of a trifunctional polyether with a molar mass of 4500,
started on glycerol and having an ethylene oxide content of
71% and a propylene oxide content of 29%, based in each
case on the total alkylene oxide content, were added and
stirring was continued for 1 h. The excess HDI was then
distilled off by thin layer distillation at 130° C. and 0.13 mbar.
980 g (71%) of the prepolymer were obtained with an NCO
content of 2.37% and a viscosity of 4500 mPas/23° C. The
residual monomer content was <0.03% HDI.

Synthesis of Prepolymer B

263 g (1.8 mol) adipic acid were heated to 235° C. with
1591.5 gpolyethylene glycol 600 (2.6 mol), with stirring. The

O O
O g O
\/O Ov
(@] (@]

As in (2), 400 g of the product were obtained as a yellow
liquid from 154 g (0.72 mol) bis(hexamethylene)triamine and
246 g (1.42 mol) maleic acid diethyl ester.

'H-NMR (CDCls, 700 MHz): 8=1.27 (t, 6H), 1.29 (t, 6H),
1.34 (m, 8H), 1.49 (br, 3NH), 2.59 (m, 12H),3.70 (t,2H), 4.11
(q, 4H), 4.2 (q, 4H).

13C-NMR (CDCl,, 700 MHz): 14.1,26.8,27.1,30.0, 30.1,
38.1,47.9, 50.1, 57.8, 60.3, 60.8, 170.7, 172.7.

Tetraethyl-2,2'-[(2-methylpentane-1,5-diyl)diimino]
dibutanedioate (3)

(@] O
~No 0 N\
~° NWN NG
H H
(@] (@]

1 mol 2-methyl-1,5-diaminopentane was slowly added
dropwise to 2 mol diethyl maleate under a nitrogen atmo-
sphere, so that the reaction temperature did not exceed 60° C.
Heating was then performed to 60° C. until no more diethyl
maleate could be detected in the reaction mixture. The prod-
uct was obtained quantitatively as a yellow liquid.
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resulting water was distilled off over 8.5 h. 100 ppm tin(II)
chloride were then added and the mixture was heated for a
further 9 h in vacuo (15 mbar) in a water separator to 235° C.

672 g HDI (4 mol) were initially charged with 0.1 wt. %
benzoyl chloride and heated to 80° C. 788 g of the previously
produced polyester were then metered in over 1 h with stir-
ring, and stirring was continued at 80° C. until a constant
NCO content was reached. The excess HDI was removed at
140° C. and 0.13 mbar using a thin layer evaporator. The
prepolymer that was obtained had an NCO content of 3.5%
and a viscosity of 4700 mPas/23° C. The residual monomer
content was <0.03% HDI.

Production of the Tissue Adhesive

4 g of the respective prepolymer were stirred well with an
equivalent quantity of the mixture of 1 with the triethyl-4-
0x0-3-0xa-7,14,21-triazatricosane-6,22,23-tricarboxylate 2
described in BMS 111002 and with tetraethyl-2,2'-[(2-meth-
ylpentane-1,5-diyl)diimino]dibutanedioate 3 respectively in
a beaker. Immediately afterwards, the polyurea system was
applied as a thin layer on to the muscle tissue to be bonded.
The time within which the adhesive system still possessed a
sufficiently low viscosity to be able to be applied on to the
tissue without any problems was determined as the pot life.
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Pot life

Hardener Ratio of hardeners [s]
Prepolymer A 3 pure / 240
(HXH 100)
Prepolymer A 3with 1 0.9:0.1 108
Prepolymer A 3with 1 0.80:0.20 60
Prepolymer A 3with 1 0.70:0.30 45
Prepolymer A 3with 1 0.60:0.40 20
Prepolymer A 3with 1 0.50:0.50 20
Prepolymer B 2 / 120
Prepolymer B 2 with 1 0.90:0.10 82
Prepolymer B 2 with 1 0.80:0.20 60
Prepolymer B 2 with 1 0.70:0.30 35
Prepolymer B 2 with 1 0.60:0.40 29
Prepolymer B 2 with 1 0.50:0.50 20

The results listed in the above table show that the polyurea
systems according to the invention have a very high rate of
curing. In addition, the systems also possess a good adhesive
performance. Since the systems according to the invention
also comprise no low molecular weight amines that are not
incorporated into the polymer network, there is also no risk of
such compounds being able to be eluted and thus released in
the body.

The invention claimed is:
1. A polyurea system comprising

as component A) an isocyanate-functional prepolymer
obtained by reacting

an aliphatic isocyanate A1) with
a polyol A2), and

as component B) an amino-functional compound of gen-
eral formula (I)

@

Ry

n

10

15

20

25

30

35

40

45

10
in which

X is a residue of formula (II)

an

Re

wherein R,, Rs, Ry are, each independently of one
another or simultaneously, a methyl, ethyl, propyl or
butyl residue, having no Zerewitinoff active hydro-
gen, wherein at least two of R,, Ry, R, are a methyl-
ene, ethylene, propylene, or butylene residue, having
no Zerewitinoff active hydrogen,

R, is a linear or branched C1 to C4 alkyl residue, a
cyclopentyl or cyclohexyl residue, H, or a CH,—
COOR; residue, in which R; is an organic residue
having no Zerewitinoff active hydrogen,

R, is a linear or branched C1 to C10 organic residue
having no Zerewitinoff active hydrogen, and

nis 2 or3.

2. The polyurea system according to claim 1, wherein the
polyol A2) comprise a polyester polyol and/or a polyester-
polyether polyol and/or a polyether polyol.

3. The polyurea system according to claim 1, wherein the
polyol A2) has a number average molecular weight of from
4000 to 8500 g/mol.

4. The polyurea system according to claim 1, comprising as
component C) an organic filler.

5. The polyurea system according to claim 4, wherein the
organic filler is a hydroxy-functional compound.

6. The polyurea system according to claim 5, wherein the
hydroxy-functional compound is a polyether polyol.

7. The polyurea system according to claim 5, wherein the
hydroxy-functional compound has an average OH function-
ality of 1.5 to 3.

8. The polyurea system according to claim 1, comprising as
component D) a pharmacologically active compound.

9. A method for closing, binding, bonding or covering cell
tissue comprising utilizing the polyurea system according to
claim 1.

10. A metering system comprising two chambers for a
polyurea system according to claim 1, wherein one of the
chambers comprises component A) and the other chamber
comprises component B) and optionally component C) and
D).



